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DETAILED ACTION 

Election/Restrictions 

Restriction to one of the following inventions is required under 35 U.S.C. 121: 

I. Claims 1-12, drawn to a method for separating a biosubstance mixture, 
classified in class 436, subclass 178. 

II. Claims 13-16, drawn to a microtitration apparatus, classified in class 422, 
subclass 942. 

III. Claim 17, drawn to a pipette tip, classified in class 422, subclass 100. 
Inventions (I and II) and III are unrelated. Inventions are unrelated if it can be 

shown that they are not disclosed as capable of use together and they have different 
designs, modes of operation, and effects (MPEP § 802.01 and § 806.06). In the instant 
case, Invention III cannot be used to perform the method of Invention I, and it cannot be 
used to make or use Invention II. Invention III has a design, mode of operation and 
effects that are different from those of Inventions I and II. 

Inventions I and II are related as process and apparatus for its practice. The 
inventions are distinct if it can be shown that either: (1) the process as claimed can be 
practiced by another and materially different apparatus or by hand, or (2) the apparatus 
as claimed can be used to practice another and materially different process. (MPEP § 
806.05(e)). In this case, the method does not require a microtitration apparatus with a 
foil . 

Because these inventions are independent or distinct for the reasons given 
above and there would be a serious burden on the examiner if restriction is not required 
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because the inventions have acquired a separate status in the art due to their 
recognized divergent subject matter, restriction for examination purposes as indicated is 
proper. 

During a telephone conversation with Paul Kudirka on June 22, 2007, a 
provisional election was made with the preservation of traverse to prosecute the 
invention of group I, claims 1-12. Affirmation of this election must be made by applicant 
in replying to this Office action. Claims 13-17 are withdrawn from further consideration 
by the examiner, 37 CFR 1.142(b), as being drawn to a non-elected invention. 

Applicant is reminded that upon the cancellation of claims to a non-elected 
invention, the inventorship must be amended in compliance with 37 CFR 1.48(b) if one 
or more of the currently named inventors is no longer an inventor of at least one claim 
remaining in the application. Any amendment of inventorship must be accompanied by 
a request under 37 CFR 1.48(b) and by the fee required under 37 CFR 1.1 7(i). 

Claim Objections 

Claim 12 objected to because of the following informalities: 

"a pipetting robot" should be changed to "the pipetting robot" because proper 
antecedent basis for the term has been established in claim 1 1 . 

Appropriate correction is required. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 



Application/Control Number: 10/685,307 Page 4 

Art Unit: 1743 

Claims 1-12 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the enablement requirement. The claims contain subject matter which was 
not described in the specification in such a way as to enable one skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. 

Claim 1 recites that the method comprises multidimensional separation. The 
claim recites how the first dimension of separation is achieved (i.e. either fractionating 
binding or fractionating dissolution). However, the claim does not specify how the 
subsequent dimensional separations are achieved to produce sub-fractions. The claim 
vaguely recites that "two or more separation generations with different separating 
dimensions are used to successively separate the respective fractions into multiple 
discrete sub-fractions". 

Because the steps involved in producing the sub-fractions are indefinite, for 
examination purposes, only the step of producing fractions will be considered on the 
merits. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claim 8 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 

for failing to particularly point out and distinctly claim the subject matter which applicant 

regards as the invention. 
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Claim 8 recites the step of performing an enzymatic digestion before the mass 
spectrometric analysis. However, the claims do not recite when the spectrometric 
analysis is performed. Therefore, the timing of the enzymatic digestion relative to the 
other steps is unclear. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351(a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21(2) 
of such treaty in the English language. 

Claims 1-3, 11 and 12 are rejected under 35 U.S.C. 102(e) as being anticipated 
by Schneider etal. (US 6,537,432 B1). 

Schneider et al. disclose a method for conducting multidimensional separation of 
proteins. The first dimension of separation is achieved by means of affinity 
chromatography (see lines 5-15, col. 26). 

With respect to claims 1 1 and 12, the claims do not further limit claim 1 and 
therefore, the claims do not have patentable significance. Neither claim 1, 11 nor 12 
positively recite the performance of a procedural step or a preparation step. Because 
the claims do not positively recite these steps, the means by which these steps are 
conducted do not have patentable significance. 
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The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 1-4, 11 and 12 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Hammen (US 5,240,602). 

Hammen discloses a method for separating at least one substance, such as 
protein, from a mixture of substances (see lines 12-40, col. 6). The method comprises 
the step of providing affinity ligands inside of the wells of a microtiter plate, incubating 
the sample mixture with the ligands, and washing the ligands to remove the unbound 
species. 

With respect to claims 1 1 and 12, the claims do not further limit claim 1 and 
therefore, the claims do not have patentable significance. Neither claim 1, 11 nor 12 
positively recite the performance of a procedural step or a preparation step. Because 
the claims do not positively recite these steps, the means by which these steps are 
conducted do not have patentable significance. 

Claims 1-3, 7, 11 and 12 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Dorval et al. (US 5,561,045). 

Dorval et al. disclose a method for separating a species from a mixture of 
species (see lines 1-15, col. 9). In this method, immunoglobulin is immobilized to 
hydrophobic regions of a flat substrate. The immunoglobulin is reacted with a sample 
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mixture to bind the species of interest, and the substrate is washed to remove the 
unbound species. 

With respect to claims 1 1 and 12, the claims do not further limit claim 1 and 
therefore, the claims do not have patentable significance. Neither claim 1, 11 nor 12 
positively recite the performance of a procedural step or a preparation step. Because 
the claims do not positively recite these steps, the means by which these steps are 
conducted do not have patentable significance. 

Claims 1, 2, 8, 11 and 12 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Nordhoff et al. (US 2002/0045204 A1). 

Nordhoff et al. disclose a method for performing multidimensional separation of a 
protein mixture and the analysis of the separated proteins via mass spectrometry. The 
reference discloses that is preferable to perform an enzymatic digestion of the proteins 
prior to the analysis via mass spectrometry (see [0003]). 

With respect to claims 1 1 and 12, the claims do not further limit claim 1 and 
therefore, the claims do not have patentable significance. Neither claim 1, 11 nor 12 
positively recite the performance of a procedural step or a preparation step. Because 
the claims do not positively recite these steps, the means by which these steps are 
conducted do not have patentable significance. 

Claim Rejections ■ 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 



Application/Control Number: 10/685,307 Page 8 

Art Unit: 1743 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 

USPQ 459 (1966), that are applied for establishing a background for determining 

obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 

the various claims was commonly owned at the time any inventions covered therein 

were made absent any evidence to the contrary. Applicant is advised of the obligation 

under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 

not commonly owned at the time a later invention was made in order for the examiner to 

consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 

prior art under 35 U.S.C. 1 03(a). 

Claims 9 and 10 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Schneider et al. in view of Cortes et al. (US 5,240,604). 

Schneider et al. do not disclose size exclusion chromatography. 

Cortes et al. disclose a multidimensional chromatographic system wherein the 
first dimensional separation is achieved by means of size-exclusion chromatography 
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conducted in a micro column (see lines 39-65, col. 3). Using this method, the sample 
can be first separated according to size. 

In light of the disclosure of Cortes et al., it would have been obvious to separate 
proteins using size-exclusion chromatography prior to separating the proteins using the 
method disclosed by Schneider et al. to separate the protein mixture according to size. 

Claims 5 and 6 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Hammen in view of Wainwright et al. (US 5,876,918). 

Hammen does not disclose the use of magnetic spheres. 

Wainwright et al. disclose that the use of functionalized magnetic microspheres 
to extract or separate a species of interest, such as DNA, from a sample mixture is well 
known in the art (see lines 35-50, col. 1). 

In light of the disclosure of Wainwright et al., it would have been obvious to one 
of ordinary skill in the art to use functionalized magnetic microspheres instead of the 
affinity ligands in the method disclosed by Hammel. The magnetic properties of the 
microspheres would facilitate collection of the isolated species. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Paul S. Hyun whose telephone number is (571)-272- 
8559. The examiner can normally be reached on Monday-Friday 8AM-4:30PM. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jill Warden can be reached on (571)-272-1267. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



PSH 
6/22/07 




